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This Internationa] Search Report consists of a toial ol 5 sheets. 

[x] 1 1 is also accompanied by a copy ol each prior art document cited in thi s report 



1 . Basf • ol th« report 

a. With regard to the language, the intemationai search was carried out on the basis of the International applicaiion in the 
language In which it was filed, unless othenwise indicated under this Item. 

I ] The International search was carrted out on the basis of a translation of the internatiortal applk:ation furnished to 
this Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the International application, see Box No, I. 

2. |Y] Certain clalme were found unsearchable (See Box II). 

3. Unity of invention is lacking (see Box III). 

4. With regard ID the tlUep 

] I the text Is approved as submitted by the applicant. 
[x] the text has been eslablished by this Authority to read as follows.' 
STJBSTITUTED PYRAZOLES AS PPAR AGONISTS 



5. With regard to the abstract. 

|~~] the text is approved as submitted by the applicant. 

[x] the text has been established, according to Rule 36 .2(b), by this Authority as it appears In Box No, IV. The applicant 
may. within one month from the dale of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure ol the drawings to be published with the abstract is Figure No 

I I as suggested by the applicant. 

I I as selected by this Authority, because the applicant tailed to suggest a figure. 

j I as selected by this Authority, because this Itgure better characterizes the invention. 

b. 02 none of the figuresfs to be published with the abstract 
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Box No. IV Text of the abstract (Continuation of item 5 of the first sheet) 



A compound of formula (I) and pharmaceuticatly acceptable salts, solvates and hydroJysable 
esters thereof - 



' (I) 
wherein: 

p is 0 on ; 

q is O or 1 ; 

and are Independently H or C1.3 alkyi; 

and are independently H. alfcyl, -OCi-a alkyI, halogen, OH, afkenyl or CF3; 
R* is H, Ci-a alkyl (optionally substituted by one or more halogens, -COphenyl, OCi^ alkyI, 
phenyl morpholino or C24 alkenyl. 

R* Is Ci^ alkyl, halogen, -OCHz phenyl* phenyl (opUonally substituted by Ci^ alkiyl), 
morpholino, pyrrolidine, ptpertdino, thiophenyl, furanvl Dvridinvl or -OC7-e alkenyl. 

These compounds activate the alpha and gamma subtypes of the hppar receptor 
and are useful e.g. in the treatment of diabetes, dyslipidemia or syndrome X. 
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A. CLASSinCATlOW OF SUBJECT MATTER ^ , . , 

IPC 7 C07D231/14 C07D409/10 C07D405/10 C07D401/10 C07D231/12 
A611C31/415 A61P3/00 

Acoofdlng to International Patent aassiticatlon (tPCl or to both nailonal clasaiflcatton and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (dasslflcallon system followed by ctassKlcailon symbolsl 

IPC 7 C07D A61K A61P 



Documentation searched other than minimum documenlatlon lo the extent lhat such documents aie included in tt^e fields searched 



EleciFonlc data base oonsulled during tti* iniernatlonal search (name ol data base and. where practical search lerms used) 

EP0-Interna1, UPI Data, CHEN ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • CMtion ol docurraM. with Indication, wtier* appropriate, of lh» ralevanl passages 



Relevant lo claim No. 



WO 01/40207 A (GLAXO GROUP LIMITED; 
SIERRA, MICHAEL, LAWRENCE) 
7 June 2001 (2001-06-07) 
cited in the application 
claims; examples 

US 6 528 525 Bl (YANAGISAWA HIROAKI ET AL) 
4 March 2003 (2003-03-04) 
table 1; compounds 1-62 
table 2; compounds 2-84 



1-27 



WO 97/31907 A (GLAXO GROUP LIMITED; 
WILLSON, TIMOTHY, HARK; HOOK, ROBERT, 
ANTHONY, JR) 4 September 1997 (1997-09-04) 
cited 1n the application 
claims 

examples 25,61.63 



1-27 



1-27 



□ 



Further documents me listed In the comkiuailon of box C. 



ID 



Patent family membeis are listed In annex. 



* Special categwies of cited documents : 

*A* document defining the general slate of the art which Is not 

oonstdBred to be of parllcutar relevance 
'E* earlier document but published on or after the international 

IRtng date 

"L* document whicti may tti row doubte on prioitty claim(s)or 
Which Is clad to establish the piiblcation dale of another 
dtallon or other special reason (as specified) 

'O* document raf erring to an oral disclosure, use, exhibition or 
other means 

•P* document published prior io the Iniemaitonai Ming date but 
later than the priority date claimed 



*T later document published atter the International filing date 
or prtortty date and not in conflict with the appUcalion but 
cited to understand the principle or theory underlying the 
Invention 

*X' document of pertlcutar relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive slop when the document is taken alone 

*Y' document of particular relevance; the claimed invention 

cannot be considered to Involve an Inventive step when the 
document is combined with one or nnore other such docu- 
ments, such combination being obvjoLrs lo a person skilled 
in the art. 

*&' document member of the same patent family 



Dale of the actual completton of the intemailonal search 



2 March 2005 



Date of mailing of the intemalnnal search report 



18/03/2005 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2260 HV Rltsw^jk 
Tel. (+31 -70) 340-2040. Tx. 31 651 epo ni. 
Fax: (+31-70) 340-3016 



Authorized omcer 



Kollmannsberger, M 
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Box II Obaervatlons wtiere certain claims war* found unsaarchabia <Contlntiafion of nam 2 of firat ahaaf) 

This International Search Report has not l^n estabMshed In respect of certain claims under Article 17(2)(a) lor the following reasons: 

1. [7] Claims Nos.: 

because they neiate to subject matter not required to be searched by this Authority, namely: 

Although claims 26»27 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. I Claims Nos.: 

because they relate to parts of the international Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be earned out, specifically: 



3, rj Claims Nos.: 

because they are dependent cl^s and are not drafted in accordance wl^ the second and third sentences of Rule 6.4(a). 

Box III Ol>servatlons wtiera unity of Invention Is tacking (Continuation of Item 3 o1 first sheet) 

This International Searching Authority found multiple Inventions in this inlernational application, as follows: 



1 , I I As all required additional search fees were timely paid by tiie applicant, this International Search Report covers alt 
I — ' searchable claims. 

2, 1 I As all searchable claims coutd be searched without effort Justifying an additional fee, this Authority did not Invite payment 

of any additional fee* 



3. I I As only some of the required additionai search fees were ttrrtely paid by the applicant, this International Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consequentiy, this International Search Report Is 
restricted to the invention first mentioned in the claims; It Is covered try claims Nos.: 



Remark on Protest | | The addftlonal search fees ware accompanied by the applicants protest. 

[ ] No protest accompanied the payment of additional search fee& 
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0888317 
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ES 


2163125 


T3 


16-01-2002 


HK 


1015369 


Al 


15-02-2002 


HR 


970110 


Al 


30-04-1998 


HU 


000484B 


A2 


28-05-2001 


ID 


15985 


A 


21-08-1997 


IL 


125796 


A 


14-06-2001 


JP 


3255930 


B2 


12-02-2002 


JP 


2000507216 


T 


13-06-2000 


NO 


983940 


A 


27-10-1998 


I4Z 


331381 


A 


23-06-2000 


OA 


10843 




14_08-2001 


PL 


328871 


Al 


01-03-1999 


PT 


888317 


T 


28-03-2002 


SI 


888317 


Tl 


30-04-2002 


SK 


116398 


A3 


13-04-1999 


TR 


9801707 


T2 


21-12-1998 


US 


6294580 


Bl 


25-09-2001 


ZA 


9701645 


A 


10-12-1997 



WO 9731907 



Forni PCT/lsAy2l 0 (p«t«rl lamUy wmk) fJanwry 2004} 



page 2 of Z 



PATENT COOPERATION TREATY 



Fro in the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43t)/S.1) 



Applicant's or agent's file reference 

see form PCTyiSA/220 

International application No. 
PCTyEP2004y012965 



Date of nnaiting 



sfbrrr PCT/|SAi210 (second sheet) 



FOR FURTHER ACTION 

See paragraph 2 below 



International filing date (day4nonth^ar} 
15.11,2004 



Priority date (dayAnonth^ear) 
17.11.2003 



International Patent Classification (tPC) or both national classification and IPC 

C07D231/14, C07D409/10, C07D405/10, C07D401/10, C07D231/12. A61K31M15, A61P3/00 



Applicant 

SMITHKLINE BEECHAM CORPORATION 





Box No. 1 


□ 


Box No. 11 




Box No. Ill 


a 


Box No, IV 




Box No. V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIM 



This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unfty of invention 

Reasoned statement under Rule A3bis,^ (a)(1) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain obsen^ations on the International application 

FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Autiiority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66.1N$(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to k>e a written opinion of the IPEA, the applicant is invitedkf^ 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration ^hree 
months from the date of mailing of Form PCTyiSAie20 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Fomi PCTflSA220. 

3. For further details, see notes to Form PGT^SA^220. 



2. 



Name and malllr^ address of the ISA: 



European Patent Office 
D-80298 Munich 

Tel. 449 89 2399 - 0 Tx: 523656 epmu d 
Fax: 4.49 89 2399 -4465 



Authorized Officer 

Kollnnannsl:)erger, M 

Telephona No. +49 89 2399-7364 
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(nternational application No. 
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Box No, I Basis of the opinion 

1 . With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b))- 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 
C- time of fiting^rnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing andbr table relating thereto 

has been filed or furnished, the required statements that the information In tiie subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 
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Box No. Ill Non-establishment o1 oplnkm with regard to novelty, Inventive step and Industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious], or to be Industrially applicable have not been examined in respect of . 

□ the entire international appiication, 

IS claims Nos. 26,27 



IS the said international application, or the said claims Nos. 26,27 relate to the following subject matter 
which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said cl^ms Nos. 

□ the nucleotide and/br amino acid sequence listing does not comply with the standard provided for in Annex 
G of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 

the computer readable form □ has not been furnished 



□ the tables related to the nucleotide andA^r amino acid sequence listing, if in computer readable form only, do 
not comply Vifith the technical requirements provided for in Annex C-£»s of the Administrative Instructions. 

□ See separate sheet for further details 



because: 



□ 



does not comply with the standard 
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Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, Inventive step or 
Industrial applicability,' citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-27 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-27 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 


1-25 




No; 


Claims 





2. Citations and explanations 
see separate sheet 
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Re item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims 26,27 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect to 
the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) PCT). 



Re Hem V 

Reasoned statement with regard to novelty, inventive step or Industrial applicability; 
citations and explanations supporting such statement 

V-1. State of the art: 

The following documents have been cited: 

D1 : WO 01/40207 A (GLAXO GROUP LII\^ITED; SIERRA, MICHAEL, LAWRENCE) 7 

June 2001 (2001-06-07) 
D2: US-B1-6 528 525 (YANAGISAWA HIROAKI ET AL) 4 March 2003 (2003-03-04) 
D3: WO 97/31 907 A (GLAXO GROUP LIM ITED; WILLSON, TIMOTHY, MARK; MOOK, 

ROBERT, ANTHONY, JR) 4 September 1997 (1997-09-04) 



V-2. Novelty (Art. 33(2) PCT: 

The claims differ from D1 in the pyrazole moiety (D1 discloses oxazoles and thiazoles). 
The pyrazoles of D2 and D3 do not have the same substitution pattern and are no 
amides (of. e. g. examples 1-62 and 2-84 of 02; examples 25, 61 , 63 of D3). 



V-3. Inventive Step (Art. 33(3) PCT): 

Closest prior art is seen in D1 . The compounds disclosed in D1 are ppar modulators. 
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AUTHORITY (SEPARATE SHEET) PCT/EP2004/01 2965 

The problem to be solved is the provision of further ppar modulators. The difference of 
the present claims with respect to D1 lies in the replacement of the oxazole/thiazole 
moiety of D1 by pyrazoles. This modification Is not suggested by the prior art since the 
pyrazoles of D2 and D3 do not disclose the 3,5-substitution pattern (cf, above) in similar 
molecules and thus the equivalence was not obvious. 

Art. 33(3) PCT is thus fulfilled for the present claims. 
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